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ABSTRACT: Trif luoroacetate (TFA) is commonly used in a variety of 

%%%pharmaceutical%%% applications. Because of its toxic nature, it is 
important to reliably measure the effective removal of TFA. We developed 
an ion chromatography (IC) method to determine the concentration of 
residual TFA in samples found in the %%%pharmaceutical%%% industry. A 
high- capacity anion -exchange column was used to separate trace 
trif luoroacetate from an excess of chloride, phosphate, and other anions 
without the need for sample preparation. TFA was detected by suppressed 
conductivity. A method with four KOH eluent step changes was optimized 
and reproducibly executed using automated generation of the KOH eluent. 
We used this method to determine TFA in the following samples: a 
%%%phosphate%%%-%%%buf fered%%% saline (PBS) , an acetate-buffered saline 
containing protein, and a commercial peptide. The method detection limits 
for TFA in these samples were all less than 90 ng/ml . Copyright 2004 
Elsevier B.V. All rights reserved. 
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ABSTRACT: Aims: To assess the safety, tolerability and pharmacokinetics of 
subcutaneous ANG6 , an 8-amino acid peptide with ant i- angiogenic 
properties, in healthy men. %%%Methods%%% : Double-blind, 
placebo-controlled, parallel-group, dose-rising, phase I study of single 
and repeated doses. In the single dose phase, successive groups of 5 
subjects received ANG6 15, 35, 75, 150, 300 mg, or placebo, as 
subcutaneous injections in the upper thigh. In the repeat dose phase, 2 
groups of 6 subjects received repeat doses of ANG6 35 mg and 75 mg, or 
placebo, and I group of 5 subjects received 150 mg, or placebo, 12-hourly 
for 6 days (I I doses in total) . In each group, 4 subjects received 
active treatment, the remainder placebo. Pharmacokinetics of ANG6 were 
assessed up to 24 h after single doses, for 12 h after the first of the 
repeated doses, and up to 24 h after the last of the repeated doses. 
Materials: ANG6 for subcutaneous injection in phosphate buffer, pH 5.6 - 
6.0. %%%Phosphate%%%-%%%buf fered%%% saline was used as placebo. Results: 
All dose regimens of ANG6 were safe and well-tolerated, both systemically 
and locally. Time to peak plasma concentration was similar (0.5 - 2.1 h) 
in all dosage groups. Cmax and AUC(O-inf) were lin-early proportional to 
dose. Mean C,a,, ranged from 454 - 10,333 ng/ml and mean AUC(O-inf) from 
1,690 - 43,371 ng x h/ml after the 15 and 300 mg single doses, 
respectively. Terminal tl/2 was 1.4 - 1.8 h, and there was no evidence of 
unexpected drug accumulation. Urinary excretion of unchanged ANG6 was 
94.6% (SD 20.7) after the 300 mg single dose (0 - 24 h collection), and 
78.4% (SD 13.0) after the 150 mg repeated dose (0 - 12 h collection) . 
ANG6 did not trigger production of anti-ANG6 IgG antibodies within 14 
days of the first dose. Conclusion: Single doses of ANG6 up to 300 mg, 
and repeated doses up to 150 mg, were well-tolerated and safe in healthy 
young men. ANG6 was rapidly absorbed; it was eliminated, mainly 
unchanged, in urine . Plasma concentrations were dose -proportional . ANG6 
did not trigger an early immunogenic response. 
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ABSTRACT: Infection has been one of the most common causes of problems and 
complications after the operation despite the advance in surgical 
techniques and the availability of newly developed antibiotics. Local 
antibiotic delivery beads for treatment of various surgical infections 
had been studied recently especially in osteomyelitis. This current paper 
used cefazolin sodium and gentamicin sulfate combined with biodegradable 
polymers (50:50 poly (DL-lactide) : co-glycolide) as antibiotic beads for a 
long-term drug release. To manufacture an antibiotic bead, 
polylactide-polyglycolide copolymers were mixed with the antibiotics. The 
mixture was compressed and sintered at 55degreeC to form beads of 
different sizes. The beads were placed in 3 ml of %%%phosphate%%% 
%%%buf fered%%% saline and incubated at 37degreeC. An elution method 
combined with a bacterial inhibitory test was employed to characterize 
the release rate of the antibiotics over a 30-day period. The results 



suggested that the biodegradable beads released high concentrations of 
antibiotic (well above the minimum inhibitory concentration) in vitro for 
the period of time needed to treat bone infection; i.e. 2-4 weeks. This 
provides advantages as a first line choice of long-term antibiotics for 
patients with osteomyelitis and various infections such as thoracic, 
abdominal, and pelvic infections, as well as for the prophylaxis of these 
infections . 



7/7/4 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2004 BIOSIS. All rts. reserv. 

0014884779 BIOSIS NO. : 200400255536 

In situ-forming %%%pharmaceutical%%% organogels based on the self-assembly 

of L-alanine derivatives. 
AUTHOR: Couf f in-Hoarau Anne-Claude; Motulsky Aude; Delmas Pascal; Leroux 

Jean-Christophe (Reprint) 
AUTHOR ADDRESS: Canada Research Chair in Drug Delivery, Faculty of 

Pharmacy, University of Montreal, Succ . Centre-ville, CP. 6128, 

Montreal, PQ, H3C 3J7, Canada** Canada 
AUTHOR E-MAIL ADDRESS: Jean -Christophe . Leroux@umont real . ca 
JOURNAL : Pharmaceutical Research (Dordrecht) 21 (3) : p454-457 March 2004 
2004 

MEDIUM : print 

ISSN: 0724-8741 _(ISSN print) 
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LANGUAGE: English 

ABSTRACT: Purpose: To characterize novel %%%pharmaceutical%%% organogels 
based on the self-assembly of L-alanine derivatives in hydrophobic 
vehicles. %%%Methods%%% : The gelation properties of N-lauroyl-L-alanine 
(LA) and N-lauroyl-L-alanine methyl ester (LAM) were investigated in the 
presence of various solvents. Gel -sol and sol -gel transitions were 
evaluated by the inverse flow method, and gelation kinetics were 
determined by turbidimetry . The in vitro release kinetics of labeled 
dextran physically dispersed in the oil -based organogel was assessed in 
%%%phosphate%%%-%%%buf fered%%% saline. In situ formation of the implants 
was evaluated in rats by subcutaneously injecting a solution containing 
LAM, an oil, and a water-diffusible inhibitor of self-assembly (ethanol). 
Results: The LAM- containing formulations showed a hysteretic gelling 
behavior with transition temperatures between 10 and 55degreeC. Gelation 
kinetics exhibited a lag time of 10 and 30 min at 25 and 37degreeC, 
respectively. In vitro, fluorescein isothiocyanate -dextran was released 
from the gel in a sustained manner with less than 6% released after 20 
days. The addition of ethanol to the LAM/ oil mixture inhibited gelation 
and allowed subcutaneous injection of the solution at room temperature. 
After injection, ethanol diffusion led to the formation of a solid 
implant. Conclusions: Low-molecular weight self -assembling organogelators 
may allow the preparation of novel in situ-forming hydrophobic implants. 
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ABSTRACT: A new raolecularly imprinted polymer (MIP) was specifically 
synthesized as a smart material for the recognition of metformin 
hydrochloride in solid-phase extraction. Particles of this MIP were 
packed into a stainless -steel tubing {50 mmXO . 8 mm i.d.) equipped with an 
exit frit. This micro- column was employed in the development of a 
molecularly imprinted solid-phase extraction (MISPE) method for metformin 
determination. The MISPE instrumentation consisted of a micrometer pump, 
an injector valve equipped with a 2 0-mul sample loop, a UV detector, and 
an integrator. With CH3CN as the mobile phase flowing at 0.5 ml/min, 
95+-2% binding could be achieved for 1200 ng of metformin from one 
injection of a %%%phosphate%%%-%%%buf f ered%%% sample solution (pH 2.5). 
Methanol+3% trif luoroacetic acid was good for quantitative pulsed elution 
(PE) of the bound metformin. The MISPE-PE method, with UV detection at 
240 nm, afforded a detection limit of 16 ng (or 0.8 mug/ml) for 
metformin. However, the micro-column interacted indiscriminately with 
phenformin with a 49+- 2% binding. A systematic investigation of binding 
selectivity was conducted with respect to sample composition (including 
the solvent, matrix, pH, buffer and surfactant effects) . An intermediate 
step of differential pulsed elution used acetonitrile with 5% picric acid 
to remove phenformin and other structural analogues. A final pulsed 
elution of metformin for direct UV detection was achieved using 3% 
trif luoroacetic acid in methanol. 



7/7/6 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2004 BIOSIS. All rts . reserv. 

0014786903 BIOSIS NO.: 200400153564 

The characterization of novel polymeric paste formulations for intratumoral 
delivery. 

AUTHOR: Jackson John K; Zhang Xichen; Llewellen Stevyn; Hunter William L; 

Burt Helen M (Reprint) 
AUTHOR ADDRESS: Faculty of Pharmaceutical Sciences, University of British 

Columbia, 2146 East Mall, Vancouver, BC, V6T 1Z3, Canada* * Canada 
AUTHOR E-MAIL ADDRESS: burt@interchange.ubc.ca 

JOURNAL: International Journal of Pharmaceutics (Kidlington) 270 (1-2) : p 
185-198 11 February, 2004 2004 
MEDIUM: print 

ISSN: 0378-5173 _(ISSN print) 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: The objective of this work was to characterize a polymeric paste 
formulation of the anticancer drug paclitaxel that was injectable through 
a narrow gauge needle at room temperature and set to a v solid implant in 
vivo for the intratumoral treatment of localized cancer. Pastes were 
manufactured from a triblock copolymer composed of 
poly (D, L-lactide-co-caprolactone) -block-polyethylene 

glycol-block-poly (D, L-lactide-co-caprolactone) ( PLC- PEG -PLC) or triblock 
blended with a low molecular weight polymer methoxypolyethylene glycol 
(MePEG) . Characterization of pastes was performed using differential 
scanning calorimetry (DSC) , gel permeation chromatography (GPC) and drug 
release studies. Paste integrity in water was measured by determining the 
degree of fragmentation under initial agitation. MePEG was found to be 
miscible with the triblock polymer and paclitaxel dissolved in various 
blends of these polymers up to 15% drug loading. Pastes composed of 40:60 
triblock: MePEG blends and 10% paclitaxel were found to inject through a 
23 -gauge needle and set to a solid pellet in %%%phosphate%%%- 
%%%buf fered%%% saline at 37degreeC. Such pellets released paclitaxel in a 
controlled manner over 7 weeks. Pastes composed of 40:60 triblock : MePEG 
blends containing 10% paclitaxel are proposed as suitable injectable 
formulations of the drug for intratumoral therapy. 
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ABSTRACT: Purpose. The aim of this study was to assess insulin stability by 
monitoring in situ time- course of insulin aggregation induced by a 
water-organic solvent (o/w) interface that occurs during the 
microencapsulation process. %%%Methods%%% . Insulin aggregation at a 
simple o/w interface was monitored spectrophotometrically by detecting 
the percentage of turbidity changes (%T) at 350 nm. The effects of 
protein concentration and agitation and the presence of poly 
(lactic-co-glycolic acid) (PLGA) in methylene chloride (MC) on insulin 
aggregation were observed. For the 0.72 mg/ml insulin in %%%phosphate%%%- 
%%%buf f ered%%% saline (PBS) , the effect of nonionic (dodecyl maltoside 
(DDM) ) and anionic (sodium dodecyl sulfate (SDS) ) surfactant in PBS were 



also evaluated at various protein/ surf actant mol ratios. The conformation 
of insulin protected by a 10 -fold molar excess of SDS recovered after 1 h 
of contact with MC was evaluated via circular dichroism (CD) 
spectroscopy. Results. A typical turbidity-time profile was represented 
by a sigmoidal curve. Greater change in %T was observed with increasing 
insulin concentration, in the presence of PLGA in MC and in the presence 
of agitation. DDM failed to delay insulin aggregation at all ratios used, 
whereas a less than 10% change in %T was observed in 1 h when a 10- 
-apprx20-fold excess of SDS was used. CD spectra indicated that the 
presence of insulin in SDS after 1 h of contact with MC qualitatively 
retained its secondary structure integrity. Conclusions. An experimental 
method was designed for an in situ assessment of protein stability at the 
o/w interface. 
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ABSTRACT: A reversed-phase high-performance liquid chromatographic (HPLC) 
method was developed and validated for the kinetic investigation of the 
chemical and enzymatic hydrolysis of benazepril hydrochloride. Kinetic 
studies on the acidic hydrolysis of benazepril hydrochloride were carried 
out in 0.1 M hydrochloric acid solution at 50, 53, 58 and 63degreeC. 
Benazepril hydrochloride appeared stable in a pH 7.4 %%%phosphate%%% 
%%%buf fered%%% solution at 37degreeC and showed susceptibility to 
undergoing in vitro enzymatic hydrolysis with porcine liver esterase 
(PLE) in a pH 7.4 buffered solution at 37degreeC. Benazeprilat appeared 
to be the major degradation product in both (chemical and enzymatic) 
studies of hydrolysis. Statistical evaluation of the proposed HPLC 
%%%methods%%% revealed their good linearity and reproducibility. Relative 
standard deviation (R.S.D.) was less than 4.76, while detection limits 
for benazepril hydrochloride and benazeprilat were 13.0X10-7 and 9.0X10-7 
M, respectively. Treatment of the kinetic data of the acidic hydrolysis 
was carried out by non- linear regression analysis and k values were 
determined. The kinetic parameters of the enzymatic hydrolysis were 
determined by non- linear regression analysis of the data using the 
equation of Michaelis-Menten . 
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ABSTRACT: The interaction of DY-976 0e, a novel cytoprotective agent, with 
sulfobutyl ether beta-cyclodextrin (SBE-beta-CyD) in %%%phosphate%%% 
%%%buf f ered%%% saline (PBS) at various pH and ionic- strengths was studied 
by spectroscopic %%%methods%%% and the solubility method, and the results 
were compared with that of 2-hydroxypropyl-beta-cyclodextrin 
(HP-beta-CyD) . The circular dichroism (CD) spectroscopic studies 
suggested that both beta-CyDs form the inclusion complexes with DY-9760e 
in a molar ratio of 1:1, and the interaction of DY-9760e with 
SBE-beta-CyD is much stronger than that with HP-beta-CyD at any pH 
studied, in terms of a synergetic effect of hydrophobic and electrostatic 
interactions. The different intermolecular interaction between the 
SBE-and HP-beta-CyD complexes was clearly reflected in the stability 
constant (K 1 ) , e.g. the different dependence of K' value on pH and ionic 
strength of solutions. 1H- and 13C-NMR studies suggested that HP-beta-CyD 
interacts preferably with the benzene ring of DY-976 0e, whereas 
SBE-beta-CyD interacts not only with the benzene ring via hydrophobic 
interaction but also with the piperazine ring of the drug via 
electrostatic interaction. The solubilizing ability of SBE-beta-CyD 
against DY-9760e was much greater than that of HP-beta-CyD at any pH 
studied. Furthermore, SBE-beta-CyD markedly suppressed the 
photo -degradation of DY-9760e in aqueous solution and reduced the 
adsorption of DY-9760e from PBS to polyvinyl chloride (PVC) tubes after 
incubation. The results suggest that SBE-beta-CyD is useful in preparing 
parenteral solutions of poorly water-soluble drugs with positive charge 
such as DY-9760e. 
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ABSTRACT: Immobilized artificial membrane (I AM) chromatography is widely 
used in drug discovery for ranking the absorption properties of drug 
candidates. In this work an I AM chromatography method using atmospheric 
pressure chemical ionization mass spectrometric detection (IAM/APCI-MS) 
was developed for the determination of log klAM values for a mixture of 
compounds (9- in-one) . Values were calculated from isocratic runs (0, 10, 
20, 30, 35% acetonitrile) in both positive and negative modes. Good 
correlation (r2=0.97) was achieved for n-in-one results obtained with 
ammonium acetate buffer and mass spectrometry, compared with the 
traditional method involving single compound analysis with 
%%%phosphate%%% %%%buf f ered%%% saline and an ultraviolet detector. A 
gradient elution method providing fast determination of relative log klAM 
values in a single IAM/APCI-MS run was demonstrated for the same 
compounds . 
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ABSTRACT: Methacholine chloride is a powerful cholinergic 
bronchoconstrictor agent used during bronchial airway 

hyper-responsiveness diagnosis. Methacholine is susceptible to hydrolysis 
in aqueous solutions in acetic acid and beta-methylcholine . In the 
present work, kinetics of hydrolysis with different solvents (water and 
%%%phosphate%%%-%%%buf fered%%% saline (PBS) pH 7.4) at different 
temperatures have been studied using a newly developed high-performance 
liquid chromatography. At 4degreeC, kinetic determination of hydrolysis 
in methacholine chloride solutions (50 mg/ml) shows no hydrolysis in 
either aqueous or %%%phosphate%%%-%%%buf f ered%%% solutions over a 40-day 
period. At 30degreeC, concentration of unbuffered methacholine chloride 
solutions remained unchanged, but buffered methacholine chloride 
solutions have degradation up to 5.5% over a 4 0 -day period. At 4 0degreeC, 
concentration of unbuffered methacholine chloride has degradation up to 
5% and buffered methacholine chloride solutions have degradation up to 
10% over a 40 -day period. Methacholine chloride solutions are susceptibly 
to be used in hospital pharmacy at different concentrations. We have 
studied pH and osmolality for methacholine solutions prepared with 
different diluents potentially used in hospital pharmacies, i.e. 
deionized water, 0.9% NaCl and PBS pH 7.4. We have demonstrated that 
methacholine solutions prepared with deionized water at 50 mg/ml and 
diluted with PBS pH 7.4 from 5 to 40 mg/ml are isoosmotic and potentially 
available for inhalation tests to measure non-specific bronchial 
hyper-responsiveness . 
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ABSTRACT: As part of the formulation of a cell -based %%%pharmaceutical%%% 
product, cells were harvested from mice and incubated in a cocktail 
containing cell culture media and high levels of trif luoroacetic acid 
(TFA) . The cells were washed with a %%%phosphate%%%-%%%buf f ered%%% saline 
solution to remove residual cell culture media and other reagents before 
the cells were infused back into the mice from which they originated. 
Because of the potentially toxic nature of the TFA, the cells were washed 
multiple times and the final wash was monitored for residual TFA in order 
to demonstrate the efficient removal of the reagent before the cell 



product could be reintroduced into the test animal. This report describes 
the method that was developed incorporating anion- exchange chromatography 
with suppressed conductivity detection for the analysis of residual TFA 
(down to 50 ng/ml) in the presence of high concentrations of phosphate 
and chloride interferences. The ultimate sensitivity of the method was 
improved by selectively removing halide anions using a silver cartridge 
before sample analysis. The method proved to be rugged and reproducible 
enough to be validated and used to monitor residual TFA levels in cell 
washes in support of an acute toxicological study. Results demonstrating 
the method's sensitivity, selectivity, precision and linearity were 
reported. 



7/7/15 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2004 BIOSIS. All rts. res6rv. 

0012781017 BIOSIS NO. : 200000499330 

In vitro elution of gentamicin, amikacin, and ceftiofur from 

polymethylmethacrylate and hydroxyapatite cement 
AUTHOR: Ethell Mark T (Reprint) ; Bennett R Avery; Brown Murray P; Merritt 

Kelly; Davidson Jeffrey S; Tran Thang 
AUTHOR ADDRESS: Institute of Veterinary, Animal and Biomedical Sciences, 

College of Sciences, Massey University, Palmerston North, New Zealand** 

New Zealand 

JOURNAL: Veterinary Surgery 29 (5) : p375-382 September-October, 2000 2000 

MEDIUM: print 

ISSN: 0161-3499 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

ABSTRACT: Object ive-To compare the elution characteristics of ceftiofur and 
liquid and powdered gentamicin and amikacin from polymethylmethacrylate 
(PMMA) and from hydroxyapatite cement (HAC) . %%%Methods%%%-PMMA and HAC 
beads in triplicate were impregnated with various amounts and 
formulations of antibiotics. Beads were immersed in 5 mL of 
%%%phosphate%%% %%%buf f ered%%% saline that was replaced at 1, 3, 6, and 
12 hours, and 1, 2, 3, 5, 7, 10, 14, 18, 22, 26, and 3 0 days. The eluent 
was stored at -70degreeC until assayed within 2 weeks by microbiological 
assay (gentamicin and amikacin) or capillary electrophoresis (ceftiofur) . 
Results-Rate of elution for all beads was greatest within the first 24 
hours. Cumulative release of total antibiotic dose from beads over 30 
days was significantly greater from HAC than PMMA. Antibiotic elution was 
directly related to the amount of antibiotic incorporated into the 
cement. Powdered and liquid forms of gentamicin had similar elution rates 
from PMMA. Elution of amikacin from PMMA beads was greater when the 
powdered form was used compared with liquid amikacin. Eluent 
concentrations of ceftiofur were similar to those of the aminoglycosides 
during the first 3 to 7 days but then decreased precipitously by 
comparison. Conclusions-Elution of antibiotics from HAC was greater than 
from PMMA. Gentamicin- and amikacin- impregnated PMMA and HAC released 
bactericidal concentrations of antibiotic for at least 30 days. 
Ceftiofur- impregnated PMMA or HAC is unlikely to provide long-term 
bactericidal concentrations. Clinical Relevance-Gentamicin and amikacin 
elute effectively from PMMA and HAC. 
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ABSTRACT: We purified recombinant bovine beta-lactoglobulin (r-beta-LG) 
from the culture supernatant of transformed yeast and investigated 
whether r-beta-LG maintained the functional ability and antigenicity of 
native beta-LG. Immunostaining following gel electrophoresis and 
reversed-phase high-performance liquid chromatography confirmed that 
r-beta-LG was purified homogeneously. r-beta-LG showed almost the same 
retinol-binding ability as native beta-LG purified from bovine milk. 
However, affinities of two anti -beta-LG monoclonal antibodies (mAbs) to 
r-beta-LG were different from those to native beta-LG, although three 
other mAbs bound these two proteins equally. Since our panel of five mAbs 
has been previously shown to be able to detect structural changes 
occurring in beta-LG, this variance in antigenicity can be attributed to 
conformational differences between r-beta-LG and native beta-LG. Then, we 
studied which step in the production and purification procedure was 
responsible for altering the antigenicity of r-beta-LG. Bovine milk 
native beta-LG was added to several steps in this procedure and purified 
in the same manner as r-beta-LG. The results suggested that incubation in 
the yeast culture had adverse effects on maintaining the antigenicity of 
this recombinant protein. We conclude from these results that even if no 
difference between the native and recombinant proteins can be detected by 
functional analysis, some subtle conformational change which can be 
distinguished by mAbs may be incorporated into the recombinant protein 
during its production and ultimately cause a different immune reaction in 
vivo . 
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ABSTRACT: In vitro iontophoret ic transdermal delivery (ITD) of a 

tripeptide, enalaprilat (EP) and a non-peptide, cromolyn sodium (CS) , 
across frozen hairless guinea pig (HGP) skin were investigated. 
Parameters for optimization of ITD included the influence of ionic 
strength (mu) , buffer type and size, drug loading in the donor and the 
effect of pH. Drug permeation into the receptor compartment was monitored 
using HPLC assay %%%methods%%% developed for the study. An optimum mu of 
6.66 mM in acetate buffer was found necessary for efficient ITD of CS . An 
exponential decrease in the flux of CS was observed with an increasing 
mu. Buffer ions larger than acetate ions inhibited the transport of CS 
ions. With an increase in the donor concentration of CS, a hyperbolic 
relationship for the increase in flux was observed. For EP, permeation 
was not detectable when mu was increased to greater than 31 mM in 
%%%phosphate%%%-%%%buf f ered%%% solution. With an increase in pH above the 
pK-al (3.55) for EP, a linear decrease in flux was observed. Higher drug 
loading of EP in the donor compartment provided better permeation. Effect 
of freezing of HGP skin on the iontophoretic delivery of EP and CS was 
also evaluated. Flux values for either of the drugs studied were similar 
when frozen or fresh skins were used. Reversibility studies indicated 
that no gross current induced permeation changes occurred with the HGP 
skin. Passive permeation of either of the drugs investigated was 
negligible . 
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ABSTRACT: A stability-indicating LC assay was developed for the analysis of 
1, 2 , 4-benzotriazin-3-amine 1,4-dioxide and applied to the pref ormulation 
characterization of the drug. The dissociation constants of the drug were 
determined using UV-vis spectrophotometry. The LC method was used to 
determine the aqueous stability of the drug under a variety of 
accelerated conditions, its solubility in a variety of 
%%%pharmaceutical%%% solvents and its octan-l-ol -water partition 
coefficient. The pref ormulation data were used to develop three prototype 
aqueous formulations of the drug at a concentration of 0.5 mg ml-1 in 5% 
Dextrose Injection USP, phosphate buffer (pH 7.4) and %%%phosphate%%% 
%%%buf f ered%%% mannitol . The 3-month stability of those formulations at 
room temperature was demonstrated. 
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ABSTRACT: The potential pharmacokinetic interactions between didanosine, an 
acid- labile antiretroviral agent, and ranitidine, an H-2 -receptor 
antagonist, were evaluated by a crossover study of 12 male patients 
seropositive for the human immunodeficiency virus. Single oral doses of 
375 mg of didanosine, formulated as a citrate- %%%phosphate%%%- 
%%%buf f ered%%% sachet, or of 150 mg of ranitidine were administered alone 
or in combination (ranitidine was given 2 h prior to didanosine) . Serial 
blood samples and total urinary output were collected after each 
treatment and analyzed for didanosine and/or ranitidine by validated 
high-performance liquid chromatography -UV assay %%%methods%%% . 
Pharmacokinetic parameters were calculated by noncompartmental 
%%%methods%%% . There were significant increases in mean area under the 
curve from time zero to infinity and mean urinary recovery for didanosine 
given in combination with ranitidine compared with those for didanosine 
alone. There were no significant differences between didanosine 
coadministered with ranitidine and didanosine alone in the respective 
mean peak concentrations in plasma, times to peak, elimination 
half-lives, or renal clearances. The mean area under the curve for 
ranitidine given with didanosine was significantly less than that for 
ranitidine given alone. There were no significant differences between the 



mean peak concentration in plasma, times to peak, elimination half -lives, 
renal clearances, or urinary recovery values for ranitidine 
coadministered with didanosine and values for ranitidine given alone. 
These data demonstrate that administration of didanosine 2 h after 
ranitidine will result in a minor increase in the bioavailability of 
didanosine. A modification in the dose of didanosine or ranitidine is not 
necessary if the dose of ranitidine precedes that of dianosine by 2 h. 
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ABSTRACT: A comparison was made of ion- selective poly (vinyl chloride) 

liquid membrane electrodes for the determination of pyrantel (PY) based 
on four different ion-pairing agents, viz., tetraphenylborate (TPB) , 
dipicrylaminate (DIPIC) , reineckate (REINE) and tungstosilicate (SIWO) . 
The four electrodes showed similar detection limits of 1-2 .mu.g ml-1 and 
nearly the same linear ranges of 1 .times. 10-5 - . gtoreq . 10-2 mol 1-1 for 
pyrantel in 100 mM sodium %%%phosphate%%% -%%%buf f ered%%% solutions of pH 
7.0. Significant differences between the electrodes were observed in 
protein-containing solutions. The detection limits of the electrodes with 
the ion pairs PY- REINE and PY-SIWO were not affected by a background of 
6.7 g 1-1 (10-4 mol 1-1) bovine serum albumin (BSA) , but the PY-TPB- and 
PY-DIPIC-based electrodes were 6-8 times less sensitive in 
protein-containing solutions. Of the two protein- insensitive electrodes 
PY- REINE and PY-SIWO, the latter is advantageous for the determination of 
PY in biological media as it is about twice as sensitive as the PY- REINE 
electrode. Inorganic cations did not influence the electrode response 
even when present in high concentrations, but some lipophilic alkaloids 
such as berberine and papaverine did. 
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ABSTRACT: The impact of chelation on the biocompatibility of various 
vehicles was determined after 1- to 32-min exposures using stratified 
rabbit corneal epithelial cultures. Each formulation was tested at either 
pH 5.0 or 7.5 to mimic the specifications of most commercial ophthalmic 
preparations. Adding ethylenediamine tetraacetic acid (EDTA) to balanced 
salt solutions was unremarkable, and all of the formulations were 
essentially nontoxic. In contrast, EDTA moderately reduced the toxicity 
of the acidic acetate/citrate-buffered vehicles, but enhanced the 
toxicity of the alkaline solutions. The preservative, on the other hand, 
had little impact on the biotolerance of acidic unbuffered and 



%%%phosphate%%%-%%%buf fered%%% vehicles, although it also increased the 
toxicity of the alkaline formulations. These findings are interpreted in 
terms of the different pKa values of the chelating agents, and an 
unsuspected interaction between citrate and preservative. We believe that 
this type of testing can be used to develop guidelines for the use of 
buffers, excipients and preservatives in commercial formulations. 
? ds 
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ABSTRACT: A solution, in particular for hemodialysis or peritoneal 

%%%dialysis%%% that permits attaining a desired glucose concentration 
without affecting the concentrations of other components in the solution. 
The solution consists of at least three individual solutions that are 
combined and administered after heat sterilization. The first solution 
contains calcium ions, electrolyte salts and optionally glucose in a 
concentration of 0-1000 mM and is acidified to a pH of less than 4.0 with 
a physiologically tolerable acid. The second solution contains glucose in 
a concentration different from that of the first solution and the 
remaining components of the first solution in the same concentration. The 
third solution contains a %%%buffer%%% in the physiological range. Also 
provided is a method of preparing a solution according to the invention, 
where the desired mixing ratio of the separate solutions is automatically 
established by a %%%dialysis%%% machine or peritoneal %%%dialysis%%% 
cycler. 
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ABSTRACT: We have cloned and constructed plasmid vectors, pETB23H and 

pETB23L, for bacterial expression of heavy (H) and light (L) chain cDNAs 
of Fab 1 of mAbB23 a monoclonal antibody specific to human plasma 
apolipoprotein (apo) B-100. The H- and L-chains were expressed as 
insoluble inclusion bodies in the cytoplasm of Escherichia coli. The 
inclusion bodies of both chains were isolated from the cell lysate, 
solubilized in 6 M guanidium-HCl , and mixed in equal molar amounts. 
Refolding was performed in three stages of %%%dialysis%%% : first, 



%%%dialysis%%% against 3 M guanidium %%%buf f er%%% , next, continuous 
decrement of guanidium in the %%%dialysis%%% %%%buffer%%% through slow 
addition of 1 M guanidium %%%buf f er%%% , and finally, %%%dialysis%%% 
against a %%%buffer%%% without guanidium. After the refolding, active 
Fab' (rFab') was purified through an apo B-100-coupled affinity column. 
When compared by ELISA, the rFab 1 had a slightly decreased 
antigen-binding activity (about 0.7- fold) compared with native Fab. The 
refolding yield was maximum (75%) when performed at the protein 
concentrations not more than 0.4 mg ml-1, whereas the yield decreased 
exponentially at higher concentrations. The maximum recovery was obtained 
at the refolding concentration of 1.8 mg ml-1, where the yield was about 
45%. Overall, 2.4-3.0 mg of active rFab 1 specific to apo B-100 was 
successfully obtained from 11 cultivation of E. coli cells. 
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ABSTRACT: A neutral glucose- containing preparation with excellent stability 
and a near physiological pH, as a transfusion preparation with minimal 
glucose degradation by-products and a greatly reduced formic acid 
content; specifically, a glucose-containing preparation comprising 
separately housed first and second solutions, the first and second 
solutions satisfying the following conditions: (a) the first solution 
contains 2-50% glucose, and its pH is adjusted to 3-5 with an organic 
acid %%%buffer%%% solution; (b) the second solution contains an 
alkalizing agent, and has a pH value of 8-13 as a pH adjustor for the 
first solution; and (c) the glucose concentration is 1-15% in the 
preparation solution obtained by mixing the first solution and second 
solution, and the pH of the solution is in a range of 6-8. It is used 
particularly as a peritoneal perfusate, such as a perfusate for 
Continuous Ambulatory Peritoneal %%%Dialysis%%% (CAPD) . 
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